Serial No. 10/770,123 
Reply Dated January 30, 2006 



REMARKS 

Favorable consideration and allowance are respectfully requested for 
claims 1-52 in view of the foregoing amendments and the following remarks. 

Certified translations of German priority application no. 101 37 488.7 and 
of International Patent Application No. PCT/EP02/08729 are submitted 
herewith. 

35U.S.C. § 112 

The rejection of claims 47 and 50 - 52 under 35 U.S.C. 112, first 
paragraph, as allegedly lacking enablement, is respectfully traversed. 

The enablement requirement is satisfied where the specification describes 
the claimed subject matter in such a way as to enable any person skilled in the 
art to which it pertains to make and/or use the invention. Thus, enablement is 
judged in view of the combined teachings of the specification and the knowledge 
of one skilled in the art. 

The Office Action asserts that the term "alleviating" means "completely 
curing, see page 2 of the Office Action. This is incorrect as alleviating simply 
means to lessen. The Merriam-Webster Online Dictionary provides two 
definitions for alleviate: » 

a: to make (as suffering) more bearable <her sympathy 
alleviated his distress> 

b: to partially remove or correct. 

Webster's Revised Unabridged Dictionary (1913) provides three definitions 
for alleviate: 

1. To lighten or lessen the force or weight of. 
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2. To lighten or lessen (physical or mental troubles); to 
mitigate, or make easier to be endured; as, to alleviate sorrow, pain, 
care, etc. 

3. To extenuate; to palliate. 

Webster's New World Dictionary defines alleviate as: 

1. To make less hard to bear; lighten or relieve. 

2. To reduce or decrease. 

Copies of these definitions are attached hereto as Appendix A. None of 
these definitions indicates that "alleviating" means completely curing. To the 
contrary, the definitions provided in these dictionaries consistently indicate that 
alleviate means only to lessen. 

The Office Action admits that the specification is enabling for treating 
pain, see page 2 of the Office Action. If the specification adequately enables 
treating a condition, it necessarily also provides for alleviating a condition. One 
cannot successfully treat a condition without at least partially alleviating the 
condition. Because claim 47 should be properly read to cover lessening pain, the 
claim is properly enabled. To the extent the rejection is based on an 
understanding that the claims were directed to completely curing, the rejection is 
improper and should be withdrawn. 

The rejection also appears based, in part, on the claim recitation of 
treating or inhibiting certain conditions listed in claims 50-52. The Office Action 
points out that the specification teaches the inhibitory effect of the compounds on 
the formaldehyde-induced nociception in rats as well as binding affinity for the 
glycine -binding site of the NMD A receptor, see page 3 of the Office Action. 

The specification makes clear that the claimed compounds are active as 
NMDA-antagonists. Paragraph [0009] indicates that one object of the invention 
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involves providing NMDA antagonists. Paragraph [0011] indicates that the 
compounds are NMDA antagonists. Further, one of skill in the art would 
appreciate that the receptor binding assay provided for in example 50 on pages 
55-57 is such that only NMDA-antagonists show affinity to the glycine binding 
site. Consequently, a compound shown to have an affinity to the glycine binding 
site of the NMDA-receptor is an NMDA-receptor antagonist. 

The therapeutic utility of NMDA-antagonists for treating the diseases 
provided in claims 55 and 56 of the specification was well known at the time of 
filing the present application, as evidenced by the literature cited in paragraph 
[0007] of the specification. As further evidence of the knowledge that the glycine 
binding site of the NMDA-receptor channel is a suitable target for treating the 
various disorders claimed in claims 55 and 56, 13 pages from the drug abstract 
listings in the Drug Data Report published by Prous Science of Barcelona, Spain 
are provided in Appendix B hereto. 

For example, compound 225249 is described as an antagonist at the 
glycine site of the NMDA receptor. The abstracts indicates that the compound is 
useful for the treatment and prophylaxis of cerebral ischemic/anoxic disorders, 
and for the treatment of neurodegenerative disorders such as Parkinsonism and 
Alzheimer's disease, as well as epilepsy, schizophrenia and migraine. Thus, 
compound 225249 is described as having the capability to treat a wide variety of 
conditions based on its affinity for the NMDA receptor. 

In another example, compound 315794 is described as a glutamate 
antagonist with activity against sites that include the glycine binding site of 
NMDA receptors. Said compound is described as being useful for the treatment 
of cerebral ischemia, chronic neurodegenerative disorders including Alzheimer's 
disease, Parkinson's disease and Huntington's disease, seizure disorders, 
schizophrenia, anxiety, pain and drug abuse. 
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The compound 198235 which acts as an NMDA receptor antagonist is a 
useful agent for the treatment of neurotoxic injury associated with anoxia or 
ischemia following stroke, cardiac arrest and perinatal asphyxia. 

Compounds 266182 and 269005 are both described to be antagonists 
acting at the glycine binding site of NMDA receptor channels and can be used in 
the treatment of stroke, cerebral hypoxia/ischemia, Alzheimer's disease, 
Parkinson's disease and Huntington's disease. In addition compound 269005 can 
also be used as an anticonvulsant, analgesic, antidepressant, anxiolytic and 
antipsychotic agent. 

The compound 257448 which is a NMDA receptor antagonist that binds to 
the glycine binding site associated with the NMDA receptor channel is useful for 
the treatment or prevention of neurodegenerative disorders such as stroke, 
cerebral ischemia, epilepsy, Alzheimer's disease, Parkinson's disease and 
Huntington's Chorea and anoxia. Another type of compound useful in such CNS 
disorders is compound 240624. 

Other literature citations, which disclose the relationship between the 
given indications and the glycine binding site of the NMDA receptor channel 
include: 

M.P. Heyes et al., J. Neurochem. 55, 338-341, 1991 (AIDS-dementia); S. Pirot et 
al., Eur. J. Pharmacol. 285 (1), 45, 1995 (Anaesthesia); 

R.Y. Bergeron et al., J. Med. Chem. 39 (19), 2461-2471, 1996 (Diarrhea); 

A. Paul et al., J. Pharmacol. Exp. Ther. 302, 50-57, 2002 (Encephalomyelitis); 

N.N. Osborne et al., Surv. Ophthamol. 43, Suppl. 1, 102, 1999 (Glaucoma); 

X.M. Yu et al., Pain 68 (1), 169-178, 1996 (Inflammation); 

G.J. Spencer et al, BMC Cell Biology 4, 9, 2003 (Osteoporosis); 
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M. Duan et aL, Proceedings of the National Academy of Sciences USA 97 (13), 
7597, 2000 (Ototoxicity); 

K. Tan-No et aL, Pain 86(1-2), 55, 2000 (Pruritus); 

M.J. Guitton et aL, J. Neuroscience 23, 3944-3952, 2003 (Tinnitus); 

P.J. Ambroso et aL, J. Am. Acad. Child Adolesc. Psychiatry 40, 1115, 2001 
(Tourette's syndrom); and 

W.C. de Groat, European Urology 34, Suppl. 1, 2, 1998 (Urinary Incontinence). 

As evidenced by the literature, the relevance of NMDA-antagonsists to a 
wide variety of conditions or disease states is known to persons of skill in the art. 
Consequently, one of skill in the art would expect that the presently claimed 
compounds, which are active as NMDA-antagonsists, would exert a beneficial 
effect in the treatment of these diseases. Suitable delivery forms for 
administration are described in the specification, as are suitable amounts of the 
compound to be administered, see pages 31-33. Accordingly, the claims are 
properly enabled. 

The U.S. Court of Customs and Patent Appeals has stated that "[t]The 
first paragraph of § 112 requires nothing more than objective enablement. How 
such a teaching is set forth, either by the use of illustrative examples or by broad 
terminology, is of no importance." In re Marzocchi, 169 USPQ 367 , 369 (CCPA 
1971). The court also added that "it is incumbent upon the Patent Office, 
whenever a rejection on this basis is made, to explain why it doubts the truth or 
accuracy of any statement in a supporting disclosure and to back up assertions of 
its own with acceptable evidence or reasoning which is inconsistent with the 
contested statement. Otherwise, there would be no need for the applicant to go to 
the trouble and expense of supporting his presumptively accurate disclosure." In 
re Marzocchi, 169 USPQ 367 , 370 (CCPA 1971). The present record includes no 
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such statement or other explanation as to why the truth of the accuracy of 
statements in the disclosure should be doubted. 

Further, all of the compounds contemplated by claims 50-52 share a 
common structure of corresponding to formula I. There is nothing in the present 
record to suggest any reason why these compounds which share the structure of 
formulas I would not work as claimed. 

As indicated above, the burden is on the Patent Office to explain why it 
doubts the truth or accuracy of any statement in a supporting disclosure and to 
back up assertions of its own with acceptable evidence or reasoning which is 
inconsistent with the contested statement. On the present record there is no 
such explanation, and no apparent reason is offered to support the notion that 
the statements in the specification are not true or accurate. 

For the foregoing reasons, a person of skill in the art would be able to 
practice the claimed invention without further undue experimentation. 
Accordingly, reconsideration and withdrawal of this rejection are respectfully 
requested. 

The rejection of claims 1, 27, 36 - 42, 47, 51 and 52 under 35 U.S.C. 112, 
second paragraph, as indefinite, is respectfully traversed. 

Claim 1 is amended to replace "R lb and R 2a " with "R 1 and R 2 " as kindly 
suggested by the Examiner. 

In claims 27 and 36, the term "producing" is replaced with the term 
"preparing" as kindly suggested by the Examiner. 

The Office Action alleges claims 27 and 36 are indefinite because they do 
not articulate whether the compounds of formulae II, III and IV are reacted 
separately or simultaneously with trifluoro acetic acid. 
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The relevant question is whether one of skill in the art could understand 
the scope of the claim. The MPEP states that: 

In reviewing a claim for compliance with 35 U.S.C. 112, second 
paragraph, the examiner must consider the claim as a whole to 
determine whether the claim apprises one of ordinary skill in the 
art of its scope and, therefore, serves the notice function required 
by 35 U.S.C. 112, second paragraph, by providing clear warning to 
others as to what constitutes infringement of the patent. See, e.g., 
Solomon v. Kimberly-Clark Corp., 216 F.3d 1372, 1379, 55 
USPQ2d 1279, 1283 (Fed. Cir. 2000). 

In the present case, that test is clearly met, because one of skill in the art 
would readily understand the scope of the claims. The law of definiteness does 
not burden patent applicants with alternative choices, such as selecting between 
simultaneous and separate reactions. Accordingly, the claims meet the 
requirements for definiteness under the law. 

Claims 37 and 40 are amended to make them dependent from process 
claim 27 rather than compound claim 25. Accordingly, claims 37-42 are provided 
proper antecedent basis for the terminology therein. 

The term -alleviating- in claim 47 is not indefinite for failure to provide a 
degree of alleviation. As described above, the term alleviate simply means to 
lessen and any degree of alleviation, i.e., any lessening of the pain, would 
amount to alleviating as is claimed. Although there are a variety of ways to 
measure pain known to persons of skill in the art (and alleviation would amount 
a to difference in perceived pain), the method of assessing alleviation is not 
important to the present claims, since they encompass any lessening of pain. 
Thus, the relevant question is whether or not pain there is any pain lessening 
rather than the degree of lessening achieved. The scope of the claim can thus be 
readily determined by a person of skill in the art. A person of skill in the art 
would be able to determine whether pain is lessened and whether some activity 
falls within the scope of the claim. 
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In claims 51 and 52, the term -inhibiting- is not indefinite for failure to 
provide a degree of inhibition. As with the term -alleviating-, the relevant 
question is whether or not there is any inhibition, not whether a particular 
amount of inhibition is achieved. The scope of the claim can thus be readily 
determined by a person of skill in the art. A the person of skill in the art would 
be able to determine whether any inhibition is achieved and whether some 
activity falls within the scope of the claim. 

Reconsideration and withdrawal of this rejection are therefore respectfully 
requested. 

35 U.S.C. 102 

The rejection of claims 1 - 9, 11 and 15 - 24 under 35 U.S.C. 102(b) over 
Borrione (J. Chem. Soc. Perkin Trans.) is respectfully traversed. 

The Office Action asserts that compounds 2a-d, 3a-d, 4a-d and 5a-d on 
page 2246 are relevant when R3 represents cycloalkyl. As amended, the claims 
are directed to the salt of the compound of formula I formed with a base. 
Borrione does not appear to teach this compound. Accordingly, the reference 
does not teach each and every element of the claimed invention and 
reconsideration and withdrawal of this rejection are respectfully requested. 

The rejection of claims 1-24 under 35 U.S.C. 102(b) over Kobayashi et al., 
J. Comb. Chem. 2:438-440 (2000) is respectfully traversed. 

The Office Action refers to the various compounds 8 in scheme 2 on page 
439. As indicated above, the claims are directed to the salt of the compound of 
formula I formed with a base. Kobayashi (2000) does not appear to teach this 
compound. Accordingly, the reference does not teach each and every element of 
the claimed invention and reconsideration and withdrawal of this rejection are 
respectfully requested. 
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The rejection of claims 1-24 under 35 U.S.C. 102(a) over Kobayashi et al., 
J. Comb. Chem. 3:196-204 (2001) is respectfully traversed. 

The Office Action refers to compounds 14a, 14b, 14d and 14h on page 199. 
As indicated above, the claims are directed to the salt of the compound of 
formula I formed with a base. Kobayashi (2001) does not appear to teach this 
compound. Accordingly, the reference does not teach each and every element of 
the claimed invention and reconsideration and withdrawal of this rejection are 
respectfully requested. 

The rejection of claims 1-52 under 35 U.S.C. 102(e) over Gerlach (U.S. 
Patent No. 6,699,877) is respectfully traversed. 

Under § 102(e)(2), a patent granted on an application for patent by 
another may be prior art if that application is filed in the U.S. before the 
applicant's date of invention, provided that an international application may 
only serve as an application filed in the U.S. if the international application 
designated the U.S. and was published in the English language. 

In the present case, the '877 patent published as PCT application no. 
PCT/EP01/00588 in German rather than English. Accordingly, the PCT 
publication is not available as a reference under 102(e)(2). The application that 
issued as the '877 patent was published in the U.S. as U.S. 2003/0087926, and 
this application was filed August 7, 2002. 

The international application from which the present application claims 
priority, PCT/EP02/08729, was filed on August 5, 2002. Accordingly, this 
international application predates the filing of the application that issued as the 
'877 patent. As a result, the filing date of the application that issued as the '877 
necessarily postdates the date of invention of the present application. Therefore, 
the rejection under 35 U.S.C. 102(e) cannot be properly maintained and 
reconsideration and withdrawal thereof are respectfully requested. 
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Double Patenting 

Applicants file herewith a terminal disclaimer of U.S. Patent No. 
6,699,877, therefore rendering moot the rejection of claims 1 - 52 as obvious over 
claims 1 - 62 of U.S. Patent No. 6,699,877. Withdrawal of that rejection is 
respectfully requested. 
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CONCLUSION 



In view of the foregoing, the application is respectfully submitted to be in 
condition for allowance, and prompt favorable action thereon is earnestly 



If there are any questions regarding this amendment or the application in 
general, a telephone call to the undersigned would be appreciated since this 
should expedite the prosecution of the application for all concerned. 

If necessary to effect a timely response, this paper should be considered as 
a petition for an Extension of Time sufficient to effect a timely response, and 
please charge any deficiency in fees or credit any overpayments to Deposit 
Account No. 05-1323 (Docket #029310.53175US). 



CROWELL & MORING LLP 
Intellectual Property Group 
P.O. Box 14300 
Washington, DC 20044-4300 
Telephone No.: (202) 624-2500 
Facsimile No.: (202) 628-8844 
JDE:CTM:mdm 

2698447 



solicited. 



Respectfully submitted, 



January 30, 2006 




J. D. Evans 

Registration No. 26,269 



Christopher T. McWhinney 
Registration No. 42,875 
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Searching for: alleviate 
Found 1 hit(s). 

Alleviate (Page: 40) 

Al*le"vi*ate (#),v. t. [imp. & p. p. Alleviated ; p. pr. & vb. n. Alleviatin g. 1 [LL. alleviare, fr. L. ad + 
levis light. See Alegge, Levit y.] 

1. To lighten or lessen the force or weight of. [Obs.] 

Should no others join capable to alleviate the expense. Evelyn, 

Those large bladders . . . conduce much to the alleviating of the body [of flying birds]. Ray. 

2. To lighten or lessen (physical or mental troubles); to mitigate, or make easier to be endured; as, to alleviate 
sorrow, pain, care, etc. ; — opposed to aggravate. 

The calamity of the want of the sense of hearing is much alleviated by giving the use of letters. Bp. 
Horsley. 

3. To extenuate; to palliate. [R.] 

He alleviates his fault by an excuse. Johnson. 

Syn. — To lessen; diminish; soften; mitigate; assuage; abate; relieve; nullify; allay. — To Alleviate , Mitigate , 
Assuage , Allay . These words have in common the idea of relief from some painful state; and being all 
figurative, they differ in their application, according to the image under which this idea is presented. Alleviate 
supposes a load which is lightened or taken off; as, to alleviate one's cares. Mitigate supposes something fierce 
which is made mild; as, to mitigate one f s anguish. Assuage supposes something violent which is quieted; as, to 
assuage one's sorrow. Allay supposes something previously excited, but now brought down; as, to allay one's 
suffering or one's thirst. To alleviate the distresses of life; to mitigate the fierceness of passion or the violence of 
grief; to assuage angry feeling; to allay wounded sensibility. 



http://machaut.uchicago.edu/cgi-bin/WEBSTER.sh?WORD=alleviate 



5/13/2005 



THIRD COLLEGE EDITION 



Wfebster's 

NewWaM 




OF AMERICAN EN G LIS H 
VICTORIA NEUFELDT 

Editor in Chief ,- 

DAVID B. GURAL N I K 

Editor in Chief Emeritus - 




Webster's New World 
New York 



Dedicated ^ ; 
to David B. Guralnik 
lexicographical mentor 
and friend 



Webster's New World Dictionary, Third College Edition 
Copyright © 1988 by Simon & Schuster, Inc. 

This edition is a major revision of Webster's New World 
Dictionary, Second College Edition, copyright ©;1986 and 
1970, 1972, 1974, 1976, 1978, 1979, 1980, 1982, and 1984 by 
Simon & Schuster, Inc. 

All rights reserved 
including the right of reproduction 
in whole or in part in any form 

Published by Webster's New World Dictionaries 
A Division of Simon & Schuster, Inc. 
Gulf 4- Western Building 
One Gulf 4- Western Plaza 
New York, New York 10023 

WEBSTER'S NEW WORLD and colophons are registered trademarks of 
Simon & Schuster, Inc. 

Dictionary Editorial Offices: New World Dictionaries, 
850 Euclid Avenue, Cleveland, Ohio 44114 

DISTRIBUTED BY PRENTICE HALL TRADE' ' v 

Database design and creation by Lexi-Cpmp, Inc., Hudson, Ohio. . 

The typefaces used are Century Schoolbook and Helvetica. 

Manufactured in the United States of America 

23456789 

Library of Congress Cataloging-in-Publicatipn Data 

Webster's New World dictionary of American English;/ Victoria 
E. Neufeldt, editor-in-chief — 3rd college ed. 

1. English language — Dictionaries. 2. Americanisms — 
Dictionaries. ~ 

I. Neufeldt, Victoria E. , 
PE1628.W5633 1988 J " v - < 88-1712 ^ s V 

ISBN 0-13-947169-3 (thumb-indexed) 
0-13-949280-1 (plain-edged) 
0-13-949314-X (leatherkraft) 




allegorization 7 allocution 



36 



< LL .allegorizareu see foi. & -ize J 1 : to make into or treat as an 
' allegory 2 to -interpret in an allegorical senses— w. to make or use 

allegories — al-legorji-za-tion (al'a gor'i za'shan) n. • 
al le go[ry (aKa gor'e) n., pi ^ries [ME allegorie < L allegoria < Gr 
allegoric^. .description of one thing under the image of another .. < 
i: alios,, other (see else) Magoreuein,- to speak, in. assembly < agora, 
agora*. 1 ] : 1a story in which, people,: things, and happenings have a 
hidden or symbolic meaning:' allegories are used for teaching or 
explaining ideas, moral principles, etc. 2 the presenting of ideas by 
means .of such stories; symbolic narration or description 3 any 
symbol or emblem 
al Ie gret}t0 (al'a gret'o, a'la-) adj., adv. f it, dim. of allegro: see fol. } 
Musical Direction moderately fast; faster than andante but slower 
than allegro - — n., pi. -tOS an allegretto movement or passage .... 
al le gro (a le<gro', ■ -}&'*) adj., adv. [It < L olacer, brisk, sprightly, 
.. cheerful) Musical Direction fast; faster than allegretto put: not, so 

fast .as presto— n., pi ^gros'. an allegro movement or pasf" 
al lele (a lelO n. -[Ger allel < Gr allelbn, of one another 1 



J either of a 

pair, of genes. located at the. same position on both members of a 
pair of chromosomes and ^conveying characters that are inherited in 
accordance with Mendelian law — al lel ic (a leTik, -lei'-) adj. -^al- 
lel'ism (-lel'iz'am, -lei'-) n. - 

a Hello morph (a left) mbrf a lel'6-) n {< prec +. morph J allele 
— al lello mor'phic adj. 

a! lel op|a thy (al'al ap'a the, . al'el-) n. the repression or destruction 
of plants from the effect of certain toxic chemical substances pro- 
duced and released by other„ nearby plants — al lello pathpc (a lel'6 
path'ik, lei ) adj ... .. 

aMerlujia (al'a loo'ya, a'la-; a'la Ioo'yaO inierj., n. [LL(Ec) < Gr 
alleloum < Heb Halelnyq, hallelujah J hallelujah 

al le mande (al'a mand' mand') h. [Fr < allemand, German < OFr 
alefnan < "ML Alemannus see Alemanni J l a German, dance of 
the 16th century in moderate duple time 2 a stylized instrumental 
. composition evolved from this, dance and. often, used as, -the. first 
riioveinent of a Baroque suite 3 a figure, in a square dance in which 
two dancers join right or left hands and make a turn 

Al ten (al'an) 1ja masculine name see Alan 2 Ethan 1738 89 Am 
Revolutionary soldier who led the Green Mountain Boys in the 
capture of Fort Ticonderoga . 

Al-lenjby (al'an be); Edmund Henry .Hyn-man (hin^mao) 1st Vis- 
count 1861 1936; Brit army officer commander of Brit expedi 
tiOnary forces' in Egypt (19.17-1918): high commissioner of Egypt 
(1919-25) 

Af|len town (al'an touh') [after Wrri: Allen, the founderj city in E 

Pa., on the Lehigh River, pop. 104,000 (met. area, in cl. Bethlehem 

& Eastbh, 637,000) 1 TV-' 
Allen wrench [often a- w ) a thin L' shaped wrench with a hexago 

nai head at both ends, designed to fit the sockets of certain screws 

and bolts 

i*a\ lergen (al'ar jan. jen') n v [Ger < allergie, allergy + gen, 
-gen -J a' substance inducing an allergic state or reaction — al'ler 
gentle (-jen'ik) adj. . . . . . v . J 

T=raMer gic (a lur'jik) adj. .1 of or caused' by allergy 2 having an 
allergjr 3'tColloq.] averse or disinclined (£6) [allergic to study/ . 

tal ler-gist (aPer jist) h. a doctor #hb specializes in treating. aller- 
gies •' - '■ ./ ■ : -"■ 

tVal lerlgy (al'ar je) 7i., pi -gies \Gef^allerjgie < Gr alios, other (see 
eiAe) + "• ergeia as in energeid ($ee energy) J 1 a hypersensitivity 
to a specific substance (such as a foo<J. pollen dust etc ) or Condi 
tion (as heat or cold), which in similar amounts is harmless to most 
people: it is manifested in "a physiological disorder 2 a strong aver 
sion '■ . Tr/: r _ ^ '' 

WaMe-thrin (al'a thrin') «/[•*< dll(eneY< atfyfene <<allyL + '-ene) + 
(pyr)ethr(um) + -in 1 J a thick, pale yellow, synthetic liquid insecti- 
cides CjgH^Os similai in structure to pyrethnri * 

allevi ate (a le've at) vt ~aV\ed : a tfng [ME dllevia ten LL 
allev tatus pp of alle0iare\ for L allevare < ad to + levis, light 2 ! 

1 to make less hard to bear lighten or relieve (pain; suffering, etc ) 

2 to' reiduce 'df'decreMse^/to-' dlleOi&ie'poveTty] —SYN. relieve ^a I- 
le'vija'tor n. — al le'vita'tlve or al-le'vija tolry ( a .0te) adj. ' 

al le vi a tion (a l€'ve a'shah) n. 1ari alleyiatirig- or being alleviated 
2 a thing that alleviates' V " ' m ' : * 

al ley 1 (aPe)^., p/. y }leys (ME oiy < OFr dlee < aler (Fr alter) i to go 

•■''< ML dldre, contrl < L amfeu/dre/tb ivalk: see amble] 1 a lane in a 
garden or park, bordered by trees or shrubs 2 a narrow street or 
walk; specif., a lane between or behind buildings; Or : rows of build- 
ings 3 Bowling laue 1 (senses 6a. & b) 4 Tennis 'either : of thg r har- 

. row' lanes, 6p/6ppp.site sides of the court, that eixterid . the singles 
area for playing doubles — *iip (or down) one s alley [Slang] suited 
. to one s tastes or abilities 

aMey 2 (aKS) h., pi -leys 1 < : alabaster, formerly used formarbles J 
r a- fine marble used as ; tHe shooter; 4n P laying marbles : . 
Galley cat a homeless, jnoiigrel cdt 



aljleyTOOp ^al'&^opO /n'e^i < Fr alletiimper. of aller, to go), used 
vaa:. interj.^ of; encouragement, ^surprise, exhortation .+ oop . < ?.T. an 
exclamation accompanying the act of lifting, rising, etc.^n. \Bas- 



ketball A' xhigh, lobbed pass ; to a teammate near the basket who 
attempts a slam -dunk or a tip- in . ir< !-:'., • \ : ?' .-. *"• . . 

*al|ley : way (al'g. wfi') /f. .1 an- alley between buildings 2 any, narrow 
passageway . ,- 

all-fired (ql'fird') Qdj. laltered .<c hell-fired} [Slangl extreme; corn T 

:> plete — adv.. [Slang] extremely; completely • 

AH Fools' Day April FoolsVDay : 

all fours any; ofi several- card games in which four points may be 



American AuiGATopt 



; scored .during the play of a hand, for winning the high trump; 
trump, and jack of trumps, and for "game" (the largest high-f 

. count): see also phrase r ON all fours (at four) 

all haH [ Archaic] aU healths a grefeting ..- . ■:■»:■;—•. nxvfja 

All hal lows (oFhal^dz') n. jM&alhalwes < GE ealrahalgena 
see all & hallow? ]J [Archaic] All Saints' Day Also called All hal' 
low mas (-hal'6 mas) 'M \\itf 

All ha I low-tide (hal'6 tld x ) h:> J^IE alle hatwen tid: see pretig 
tide 1 I'"! Archaic] the time or season of AUhallows lV j 

all-heal (61'hel') n. any of various' plants/ -as selfheaJ or >valeri 
thought to have medicinal properties ; > .f*^. Jj^S 

al lija ceous (aUe a'shas) adj. [< ; L allium, garlic •+ -aceous 1- ■■ 1>df J 
group of strong-smelling bulb plants of the lily family, including til 
onion/ garlic, etc.- 2 having the smell britastfe of "onions or garra 

al li ance (a li'ans) n. [ME aliaunce >'•< OFr dteiance '< dlieiv ^ 
ally J 1 an allying or being allied specif t a union Or joining.- as" « 
"families by marriage 2 a close association for a common objective^ - 
as of nations, political parties, etc. 3 the agreemerit.made/fqr* suj*Ki 
an association 4 the countries; groups, etc forming such a cdi 
tion 5 similarity or>elatipnship in- characteristics/ structure, etc^ 
affinity ■ ^ ..\ 

SYN.— alliance refers to any association entered into For mutual bohefitV; 
league, often interchangeable 'with alliance, stresses formality of 6rgam^ 
tion and definiteness of purpose; coalition implies a temporary allianCeidfj, 

• .opposing parties, etc., as in times. of emergency; confederacy and confetti: 
era tion in political usage refer to a combipation; of; independent stated ; for^ 
the.joint^xercise of certain goyemmentaj mnctions,. as defejose o/.cusloms^ 11 

. union implies a - close, . permanent ^alliance, and. suggests complete.' unity -oi 

, 'purpose and interest -., ,' ' • 

al-li-cin (al'a sin') h. J < dlliin, ari?amipo acid found in garlic oil (< L 
.allium garlic t um 1 ) + (i)c + in* J ari uhstahle. yeljoy^ish^ pjly 
liquid CeHioOS^ , extracted froin garlic and used. as an antibacterial 
substance in science and industry . ^" 

al lied (a lid', also esp. for 3 al'id) adj. [see ally] 1 united l>y 
kinship treaty, agreement etc 2 closely related /Danish and 
Swedish are allied languages/ 3 [A ) of the Allies —SKM related 

AMier (al ya') river in central France : , flowmg northward into the 
Loire: c. 250 mi. (402 km) r t . 4 

Al lies (al'iz a Uz') n.pl. 1 in World ; War I, the nations allied py 
treaty against. Germany and the other Central Powers, ong.. Great 
Britain/France, and Russia, later joined by tKe U.S., Italy,. ^apaii, 
etc 2 . in World VVar II, the nations associated against ihe Ax?s> 
esp Great Britain, the. Soviet Union and the tj S see United 
Nations r.^ v 

al li ga tor (al^a gat'ar) n. pi. -tors or -tor [Sp el lagarto < el, t*|e + 
L lacerta, lacertusi see ljz- . .... . . _.. . , , 

ARdJ 1 any ofajfenus fAl-. 
ligator) of large crocodilian;- 
reptiles : found in tropical 

..rivers and. marshes of the •. 
. U S . and China; its snout is 
shorter and blunter than 
the crocodile's, and. its teeth , : i 
do not protrude outside its; ■ 
closed.-, mouth, 2. a scaly:, 
leather made from an aili-.~ 
gator's hide *3 a: machine, J 
topi, . etc. » with* : a strong,^ 

- •movable, often toothed jaw 

alligator pear [altered (? by 
fdlk^'etyml because: of the ■- : v - : :."■■•..;".;■•"■! \ '& 

-appearance Of: the skin) <apogatd: see avocado J avocado jfwj 

^alligator snapper a large, freshwater snapping turtle 

'■ (Macroclemys temJnincki) of the - SE U.S.; arid .the. Mississippi {Val- 
ley, found, chiefly in :rivers arid bayous: it may weigh up to ,100 kg 

v-(220 lbsl) - .-^.>v- ( .^y-: ;s- . :>■■■> .-. *i ■>& id 

all -i m|porjtant - ^(61'im : pdrt"nt) ' adj* highly ..impdrtarit; aecessary7.^es> 

1 sential > ^ts.'-iv;:"-"; .■.riy-.u....^ .- 

all-in|clu|sive (.-in kloos'iv) adj., including everything;. comprehensive 

al lit erate (a lit'ar at') vi. -atjed, -ating [back>forin.r<^ fol. J r.t .to 

. constitute or show- alliteration 2 to use alliteratiori r rr-yt L to cause' to 
show alliteration . . •> :■ \ . ■• ; - . ; r ;-. v '.>. • ' 

aMit-erta tion (a lifer a'shan) n: J ML alliteratio k.. t ad-, -to, + 

. litterai letteh^J repetition of an initial sound,, usually of a' conso- 

: .nant or clusterpin two or rhore words of a phrase i line of;poetry,etc- 
. (Ex.r ^What a ^ tale of terror now their rurbulehcy tellsir),-;. \.».- ■: 

aMit'erja-tive (a >lit r ar at'iVi? -ar :a tWy -adji of, showings ; or. using 

.; alliteration, ^-al lif eria'tiyejly adv. . ; j ' • 4 r . 

ai li'Ium (al'e .am) n. |Modfi < L, garlic J any '.strong^smelling bulb 
plant of a genus (Allium). of the lily family, as the onion- garlic leek, 

all-nighter (dl'nit'ar) n. [Cqlloq.] something that lasts: through* the 
night, as a work or study session or a party -.-{{. f V> . : i 

aljlo- (al'o, al'a) J < ^Gr:d«os, other see.BLSE J combining form . varia- 
tion; departure frornthe normal, reversal /d/fe)nym; dllomorphj. . 

al lo cate (aKoikfit', alf^:-.) vt. -c atted, -canng [.< ML ailocatusi • pp. 
of allocare <A^:ad-,?io locare; to pUice ^-loctwr.seeiLOCUS'J ?:irto 
set apart for a specific pdrpose fto allocate funds for housing/ :.2?to 
distribute in shares or according ta a ^ plan; i allot 3 .to fix the loca- 
itiori of; locate -^SYN. allot — ^al lo calble (al'a ka bal) or al'lo car- 
ajble adi i\..um •■ Y* ■■■•;»■■• -..vr.,!-' \ixs\ 

al-IO'Ca-tion (al'6 ka'shan^' al'0-)«j»i 1 ari:aUocatftigpf^being;all6cated 

-i2 a.thingbr amounts allocated : • '.j,;*; . \<.. 

al loch tho nous -Xa lak'tha nas> v adpv\.ALvti-r. + (auto)chthon + 
-60s Jtorigina ting. elsewhere; not native to a place - : 

aMo cu tion ^al'6 kyoo^shari, ai'a^) n. I L allocutio •< alloqui, to speak 
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196910 

7-Nitro-3-{trifluorom6thylsuJfonamldo)quino!in-2(1H)- 



one 




8 J<T F 



C10-H6-F3-N3-OS-S ; Mol Wt 337.23 

ACTION - Neuronal Injury Inhibitor with a dual mechanism 
of action; it antagonizes both AMPA/kainata and NMOA/gly- 
cine receptors, with K, values lower than 1 mcM and a ratio 
of Ki AMPA/K, NMDA of 0.60 In Xenopus oocyte prepara- 
tions. A specifically claimed compound within a series of 
3-sutionyJamlno'2(iH)-quinollnone derivatives. 

SOURCE - ADtB. 
REFERENCES 

i Cm A «ti lADtfl i cm } j^flbynTfc/wgf Wl -qvwhrwMX wna fratt 
*s *xwifwy iWQonars. 542809, FH zewate. 



CNS-1086 

a/' - j3-Elhylphenyl) -A/ 5 - (1 -naphthyl)guanidine 




LY-215490 



199333 



C19 -H1^N3 ; Mot wc 289.38 

ACllON - Potential neuroprotective agent related to 
ONS-1 102* , NMDA receptor antagonist that acts as an ion 
channel blocker, as demonstrated in binding studies using 
pH]-MK-801 OOkj - 38.6 nM). 

SOURCE - Cambridge NeuroScience. 
REFERENCES 

ntuocrarwnfffrr Otoc*e«. WO 0214*97. 



f±)-(3S*.4aR*,6R*.8aR*)-6-p-nH-Tetrazol-S-y1)- 
eth^idecahydrttw^ 



C13-H21-N5-02 ; Mol Wt 279.34 

ACHOW - Potent, competitive, selective and systernfcally 
active AMPA receptor antagonist, th^sh^ ^l^ 
4 81 ± 1,23 mcM for displacement of pH]-AMPA binding 
In rat cortical slices, compared to respective values of26.* 
± 1.9 and 247 ± 8 mcM for displacement of pH]-CGS- 
19755 (NMDAreceptors) and pH]-kain1cacld binding, with 
no affinity for glycine receptors. Compound antagonized 
AMPA-lnduced depolarizations in rat cortical slices with an 
\C SQ atGJQ± V0 mcM and a pA 2 of 6.37 ± 0X2, be^g 5- 
to 10-fold less potent against kalnic add- and NMDA-Irv 
duced depolarizations. In in vivo assays, it induced dose- 
dependent inhibition of AMPA-lnduced rigidity in mice 
(EDso = 3.6 mg/kg i.p. 30 min before testing) and blocked 
maximal electroshock seizures in mice (ED»-9X mg/kg 
I.p. 30 min before testing), with no effect on NMDA- induced 
lethality and disruption in the horizontal screen assay at 
higher doses (EDso = 19.6mgAgl.p«3° minbQforQtes,,n fl'- 
indicating a good separation between therapeutic doses 
and those producing side effects. 

SOURCE - Ully. 
REFERENCES 

J^AttevOOf «fWKU*L J Mod Omm 1993. 3*<M). 2048 



198235 

4-(Phosphxromemyl)-lH-txrai^^ 
acid 

o 

II^OH 




6cK 



C9-H9-N2-05-P ; Mol wt 256.16 



•Amu Drag Oil* R»P 1091. 131*1 T "3 



n 



ACTION - Agent for the treatment of neurotoxic Injury asso- 
ciated witn anoxia or Ischemia following stroke, cardiac ar- 
rest or perinatal asphyxia; an NMDA receptor antagonist 
with a K, = 1.6 mcM In the pHJ-giutamate binding assay, 
whereas K| was > 100 mcM when using pH] -kalnate as the 
ligand. Significant in vivo antl ischemic activity was demon- 
strated in a gerbii forebrain Ischemia assay when given irv 
traperlioneally at doses of 300 and 500 mg/kg, 30 mln prior 
to carotid occlusion. Compound also exhibited anticonvul- 
sant activity, as demonstrated by Inhibiting electroconvul- 
sive shock in mice and by protecting against motor function 
impair merit at a dose of SS mg/kg s.c< A representative com- 
pound from a wide Series of specifically claimed diacid- 
contalning benzlmWazole derivatives, wherein the follow- 
ing am Included: 




200776: C1O-H8-N10: R1 ■ 5-telworyl. 

R2- S-tetrarolyl-CH2. R3-R4- h 
200777: Cii-H10-Nltt R1 - 6-tetrazofyt 

R2= 5-lotrazoryl-CH2. R3?= Me. R4w H 
200778: C11-H9-CJ-N10: R1 - 5-tetrazoty[> 

R2- 6-tfitrazoryl-CH2CH2, R3 m H. R4~ O 
200779; C9-H5-N10: R1 = R2=* 5-tatrazoryl. R3-R4 = H 
200780: C9-H11-N8-0-P: Rl m S-tstraZOlyl. 

R2« CK2PO(NH2)2, R3-R4* H 
200781: C10-H13-N3-O-P: R1- S-tetrazolyi. 

R2- CH2PO(NH2)2, R3- Mo, Mm H 
200782; Cl0-Hl2-CI-NB-O-P: Rl - 5-tetrazelyl. 

R2= {CH2)2PO<NH2)2. R3= H. R4 - CI 
200763; C10-H13-NS-O-P: Rl = 5-tetrazaryl. 

R2- (CH2)2PO(NH2)2. R3=R4= H 
200704; C11-H15-N8-0-P: Rl - 5-tetrazolyl, 

R2 » (CH2)3PO{NH2)2, R3-R4- H 
2007S5; C11-H10-N2-O4: Rl m 002H. R2« CH2C02H. 

R3- Me,R4« H 
200780: C11-H10-N2-O4: Rl = C02H. R2« <CH2)2C02H. 

R3^R4» H 

200787; C12-H11-CI-N2-04; Rl = C02M. R2- (CH2)3C02H. 

R3 H. R4 ■ CI 
200788; 09-H6-N2-O4: R1 «< R2- COZH. H 
200789: C10-H8-N2-O4: Rl «R2- C02H. R3- Me. R4= H 

SOURCE - Searle. 

REFERENCES 

1 Vi2t**j. UL (G 0 Sflarto * Co ) OocW-cwftiKng beruimnuxatu cptfr. tor tretr. 



197041 



a-BrDrno-2,3^.6-tQtrahydro-1H-pyrrolo[1 i 2^--de]qui- 
noxa«na-2.3-dione 




ACTION - Agent for the prevention and treatment of neuro- 
degenerative disorders, a selective antagonist of glutamaie 
receptors which strongly inhibits both [*H]-MK-801 binding 
and pH] -glycine binding to the rat brain synaptic mem- 
brane preparation. Also claimed for its use as analgesic, an- 
tidepressant, anxiolytic or antipsychotic agent A com- 
pound within a wide series of exemplified tricyclic 
qutaoxailnedione derivatives, wherein the following are in- 
cluded: 




20OOS3; C11-H7-BT-N2-04; R=» C02H. n= l 
2000B4: Cl8-Ht4-Bf-N3-03: R= CONHCH2Ph. n- 1 
200085: C19-H16-ST-N3-Q3: R- CONHCH2CH2PH. n- 1 
200085: C1 1 -H10-BT-N3-O2 R- CH2NH2. n- 1 
200087; C13-H11-BT-N2-04: R= CH2C02M6. n- 1 
200088: Cl2-He-Br-N2-04:R- CH2C02H.n- 1 
2000891 C19-H16-BT-N3-03: R= CH2CONHCH2Ph. n« 1 
200090: Cl7-Hl3-Br-N4-03: R« hmOONHPh. n== 1 
200091: Cl3-HU-Br-N2-Q4; R= C02Me. n- 2 
20D092:C12-H9-Br-N2-04;R= CQ2H.n» 2 
200093; Cl9-Hl6-Br-N3-03: R=* CONHCHZPru n = 2 
200094: C20-HlB-Br-N3-O3: R= CONHCH2CH2f»ri. n = 2 
200095! Ci4-Hl3-Br-N2-04: R= CH2C02Me, n« 2 
200096: Cl2-Hl0-Br-N3-O3: R=» CONH2. n- 2 
200097: Cl2-Kl2-Br-N3-02: R" CH2NH2_ n = 2 

SOURCE - Sumitomo. 

REFERENCES 

*rc«ifgr OT^ri, J* 931 17276. WO SMfllflb 



NG-111 



196611 

3-Hydroxy-2 f 4,8-trimethyldodeca-4 f 6.B.l0-tevaenedioic 
acid i - (3-hydroxy-4a,8, 1 Ob-trimethyl -2,3,43.8.9.1 0,10a, 
1 Ob-octariy dro- 1 H-napntho[2. 1 -£]pyran- 1 0 -yl) monoes- 
ter 




C31-K40-OB : Mo? wt 540.6S 

ACTION ~ Cerebroprotective agent isolated from Aspergil- 
lus versicolor FS015, which promotes the production of 
nerve growtn factor (NGF) by 225% at 0.03 meg/ml in 
mouse fibroblasts. Potentially useful for the treatment of de- 
mentia. Another specifically claimed decalin derivative Is: 



Cl0-M7-er-N2-02 : Mol wt 267.08 
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NQ-112 PQ0114J: C31-H42-OB 
SOl/flCH -Taisho. 
REFERENCES 

1 Nomun. K. «t H (W» Rwm. Cc.. Ud-> Decmlln-toxi cpC*. JP 95Wfi56 




197566 

C^^S-rnethaf^ler^p.a^-l.d-thiazepIne-T-Sulfon- 
amide 1J -dioxide hydrochloride 



BW-619C89* 

164985 

4-Amirx>-2-(4-meinyipiperazin-^^ 
phenyDpyrimidine 

2- (4- MethytpiperazJn-1 -yl) -5- (2,3,5-trfchlorephenyOpy- 
rlmldine-4-amine 



CI 





C15-H24-N2-06-S3.HC1 : Mol wr. 461.01 

ACTION - Antiglaucoma agent. Inhibitor of carbonic anhy- 
drase; (or topical ocular administration. Other specifi- 
cally claimed tricyclic thienothiopyran derivatives include 
the following: 




C16-H16-C13-N5 : MOl wt 372.68 

ACTION - Cerebroprotsctive agent, pyrimldlne analog o f 
BW- 1 Q03C87* , that potently and selectively inhibited vera- 
trine-induced release of glutamate and aspartate from rat 
cerebral cortex slices (IC» = 5.3 and 5,1 mcM, respective- 
ly), ti Induced marked decreases in both total and conical 
infarct volumes In rats with permanent middle cerebral 
artery occlusion, with maximum decreases of about 60% at 
30 mg/kg l.v.; behavioral effects of body tremor and ataxia 
were generally minor. It is suggested that glutamate release 
inhibitors such as title compound may provide an alternative 
to excitatory amino acid receptor antagonists in the treat- 
ment of focal cerebral Ischemia and stroke. 

SOURCE - Wellcome. 

REFERENCES 

1 M1B«.AA m tf (TTW WrtKom* Found.. IM .| / s ¥wriw<*>gK^«WCN$ CP^ 
AU DM5004. EP 0*2034. JP 00202070 

2, U*c»v. MA «14.(TTM WWfconw Found.. W ) Pmn*co!ogic*Uy CHS cpd*. 
EP 450010" 

3 Uftcn. M J. im) Mobta. M 5. (RM Wslteocr* Ftwnd.. Ud.| PfiMtmacotogteaifymciiix 
CWS ^pd». EP 450030— . 

4 U*ch.MJ.«tal a>WJ f oca 8, * ?«Uta/7Uf# inrti b«t*; prt*«33 *y ainsf too) cert . 

on! fceftomte tfamiflv. Stmk* losa, 24(7j: iosa. 

•IdtMfflad compound fUtIS (»*• 103727) AfMd Drug Cwa Rtp 1890. 1200T 773 
«S4# 170204 Aflwi 0n»0 OU*««P tWZ. 14(6) 40$ 
170241 Amu Dfufl 0*U B#P IB9Z, 14(0) 490 



199747: C18-H22-N2-Q5-S3: Rl = Me. R2.R3- 

R4- 4-MeO-PhCH2. R5= S02NH2. m- 2 
199748; C2l-K28-N2-Oe-S3: fit * <CH2)30Me. 

R2.R3- -CH2CH2-. R4= 4-MeO-PhCH2, R5 = S02NK2, 

rn* 2 

193749: C10-H14-N2-04-S3.HCI:R1- Me. 

R2.R3- -CH2CH2- R4« K R5« SQ2NH2. m= 2. 

hydrochloride 
1997SO:C13-H19-N-0-S2:R1» (CH2)3QMe, 

R2.R3» -CH2CH2-. R4«R5* H. m«= 0 
199751; C13-H18-NZ-03-S3: Rl = H. R2.R3 = -CH2CO-, 

R4- i-Bu, R5- S02NH2. m= 0 
199752: C13-H18-N2-05-S3; Rl = H, R2,P3- -CH2CO-. 

R4= i-Bu. B5- S02NH2> m- 2 
199753; Ci3-H20-N2-04-$3.HCl: R1 « H. 

R2.R3- -CH2CH2-, R4- #-Bu. RS- S02NH2. m = 2. 

hydrochloride 
199754; C12-H16-N2-04-S3.HCI: Rl - H. 

R2.R3= -CH2CH2-. R4=» Pr. H5 = SC2NH2. 

m« 2. riydrochtortde 
199755: C11-H16-N2-04-S3.HCI: R1 - H. R2.R3- -CH2-. 

84- Pr. R5- S02NH2. m« 2, hydrochloride 
199756: C10-H14-N2-Q4-S3.HQ: R1 « H, R2.R3- -CH2- 

R4= Et R5« S02NH2. m = 2. hydrochloride. (S^j-isomer 

SOURCE - Merck & Co. 
REFERENCES 

1 Btiawlft. JU « 91 (MetcV A Co. ftc) Thcycuc m«ww«mop>f»oj «s tmwftwcww 



'^tVifOOwfUp 15141 312 
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225249 

6-Pheny!imidazo{1 ,2-a]pyra2in-8(7W)-one 




C12-H9-N3-0 : Mai wt: 211.22 

ACTION - Noncompetitive antagonist at the glycine site of 
the NMDA receptor, potentially useful for the treatment and , 
prophylaxis of cerebral Ischemic/anoxic disorders, and for ■ 
the treatment of neurodegenerative disorders such as par- 
kinsonism and Alzheimer's disease, as well as epilepsy, 
schizophrenia and migraine. Other exemplified imidazopy- 
razinones indude the following: 



n 

999 




228143; Cl9-H1B-Br-N; Rl*R2=H. A= CH2CH2. X= Br 
228144; C18-H1S-Br-N: HU Br, R2=> H. A» CH2, X= Br 
22814S; C18-H15-CI-F-N-04: R1« F, R2e H. A= CM2, CI04 
228148; C19-H18-CI-N-04: R1= H. R2= Me, A=CH2. X=O04 
228147; C21-H21-CI-N-04: R1=R2= H. A= C(Me)2=C, X- CI 04 
228148; C18-H16-BM* R1=R2= H. A- CH2, *= Br 

SOURCE - Sterling Winthrop. 

REFERENCES 

1 . DrtUvmvHudkin*. DL. and Mattam©, J, P. (Stffrfing Wirthrop. Inc.) & 77*SutXtti.~6 t 1 h 
&*yMo(uo(b)quinotizkwxn smIIz and daiipsn* and roatfwrf at us* ffMrtoC US 
5430036. 




227609; C12-H8-CI-N3-0: R= 4-Cl-Ph 
227610; C12-H7-CI2-N3-0: R= 3,4-(Cl)2-Ph 
227611: C11-H8-N4-0: R= 2-fV 
227612: C10-H7.N3-O2: R= 2-furyl 

SOURCE - Rhone-Poulenc Rorer. 

REFERENCES 

I ■ Aljwp. J.-C. « Ot. IWrtrtd-Pputenc Rarer $A| 7U>iwvCAIO(t.2-a)0ynu^^-Q^o NMDA 
ro&MOr ARUpOTMH. WO 9Sl25d4. 



226638 



1 1 , 1 2,1 3/1 4 .1 5,1 6*Hexahydro-6H-6. 1 1 [1 '^cy clopenta- 
benzo[b]quinolizinium perchlorate 




C1B-H10-CI-N-O4 ; Mol wR 347.80 

ACTION- Neuroprotective agent that binds to the phency- 
clidine (PCP) receptor (K» = 366 nM against binding of 
l 3 H]-TCP in rat brain preparations), and thus acts as a non- 
competitive antagonist of the NMDA receptor. Compound 
antagonized NMDA-induced neurotoxicity in cultured fetal 
mouse cortical neurons (IC50 =* 8400 nM). A compound 
within a series of 6,1l-substituted^,11-dihydrobenzo- 
[bftuinolizinium salts, wherein the following are also 
included: 



226654 



9-Hydroxy-l ,2,3,4,6, 1 1 , 1 1 a,1 2. 1 3,1 4.15.16-dodecahydro- 
6,11 [1 *£lcydopentabenzo[b]quinoK2jne hydrobromide 




Cl8-H23-N-O.HBr ; Mol wt: 350.30 

ACTION - Neuroprotective agent that potently binds to the 
phencycfidine (PCP) receptor (Kj m 2.31 nM against pHJ- 
TCP binding in rat brain preparations), and thus acts as a 
noncompetitive antagonist of the NMDA receptor. Com- 
pound showed an ICso of 42 nM for inhibition of NMDA- 
induced neurotoxicity in cuttured fetal mouse brain neu- 
rons. Another specifically claimed 6,11-cycIyI- 
1 ,2,3.4,5,6,1 1 , 11 a-octahydroben2io[fc}qufnoJizine is: 




-HQr 



228142; C18-H23-N-O.HBT 

SOURCE - Sterling Winthrop. 
REFERENCES 

t. DoHawKHuttlns, Dx.rtal. {Storting wlnPvop, inc.) 6. ll-C>ct/t-tM4£.8,U. 11 a- 
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8GB 
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HEK4SP 

239917 

Polypeptide that binds to the HEM receptor 
HEK4-bInding protein 

ACTION -HEM receptor-binding protein that binds to one 
or more of the EPH-Uke receptors, particularly the HEK4 
receptor. The polypeptide is useful for modulating the 
growth and/or differentiation of a variety of tissues, for 
example, fiver, kidney, lung, skin or neural tissue, and may 
be useful in the treatment of CNS disorders such as Alz- 
heimer's disease, Parkinson's disease, multiple sclerosis 
and spinal cord injury, and for the regeneration of damaged 
tissues. Antagonists of this polypeptide may be useful in the 
treatment of cancer. 

SOURCE - Amgen. 

REFERENCES 



1. &utfaf. TJD. V* fa*. Q.M. l/»TO«n, IncJ 



YM-49635 



for £W»» ixXefiM. wo 



240641 

4,4,1 7, 1 7-TetramethyM ,20-bi$(N-memylundecanamido)- 
a.lS^fiaza^.lT-diazoniaeicosane dichloride 



C44-H94-CB-NS-02 ; Mot wt 610.17 

ACTION - Cognition-enhancing agent extracted from the 
sponge Erytus sp., with high affinity for the N-type calcium 
channel (ICso « 5.8 uM against { 125 l]-oXonotoxln binding). 
Another tetraazaelcosane compound from this source is: 



TREATMENT OF CEREBROVASCULAR 
DISEASES 



239793 

(-)-c/s-rV-l1-(3 r 4-Dichlorobenzyl)lndan-2-yl]-r^methyl- 
amine hydrochloride 




.HQ 



C17^H17-CI2-N.HCI ; Mol wt 342.68 

ACTION - Agent for the treatment of ischemic stroke, a 
single enantiomer of a known neuronal calcium antagonist 
proven to induce 99% inhibition of plateau Ca 2 * current in 
superior cervical ganglion neurons (N-type calcium current) 
at a concentration of 5 jiM. It fs reported to significantly 
attenuate histological damage in cerebral ischemic models 
using gerbfls and mice. The other single enantiomer is: 



OO- 



.NCI 



ran 



240451; C17-H17-CI2'N.HCI; (-O-cis-isomer 
SOURCE -SmithKline Beecham. 
REFERENCES 

1, Oik*. B.S IMS HafWig, J.D.lSirutfKI*- B*K*am plcf £n*iftvn#* d l-p,4<**Jon>- 
borifyi}^ twrrtylXTtoWVS* rnt WO 9621641. 




YM-49636 £41105]; C22-H54-CB-N6 
SOURCE - Yarnanouchi. 
REFERENCES 

1 . N.otsL (Ytfftt1*«cri £hami. Ccl, LW .) W/W^a^c^xfc. JP 961 74663. 



240624 

4,6-Dlchlon>3HrV-phenylcarbamoylethynyl)-lH-indole-2- 
carboxyfic add 




C18-H10-CI2-N2-O3 ; Mol wtl 373.1 9 

ACTION - An NMD A antagonist acting at the strychnine-in- 
sensitive glycine binding site and structurally related to 
QV-1 50526. for use in the treatment of CNS disorders such 
as stroke, Huntington's disease, Alzheimer's disease and 
neurolrauma. Us affinity (pic - 7.7) Is Inferior tc xVMol 
GV-1 50S26 {pKi = 8.5). but it displayed good in vtvo activity 
in mice against NMOA-lndueed convulsions (EPso 2=1 0-2 
mg/kg Lv.; EDsq GV-1 50526 = 0.06 mg/kg i.v.>. 



n 



ANNUAL QFttJO DATA RgfW 1 



SOURCE- Glaxo Wellcome. 
REFERENCES 

tfw jt»«fflh»*MmtiM aft**- w*w M,h "* Synlp °™ W""'-- 
Ma«WcM) 19M. AMI P4.17. 



240961 

A/.(1,2,3,4-TetrahydrolsoqulnoIin-7.yt)cart)ainlmidothioIc 
acid ethyl ester 



O 



ACTION- Agent tor the treatment of neurodegeneratwe 
disordere, an Inhibitor of both catpaln I and ealpain II (IC S0 
= o 364 and 0590 uM. respectively, using enzyme from 
human erythrocytes), with negligible inhibitor acbvrty 
against other proteases such as cathepsin B, trypan and 
thermolysin (ICso > 200 nM). Compound proved effective in 
Stec^gSnrtthe^ 

in cerebellar sites, and against the effects of o^n/glu- 
cose deprivation in fetal rat cortical cell cultures. Other spe- 
cifically claimed ot-substituted hydrazides include the fol- 
lowing: 



OCX 



COT 



Ct*H17-N3*S ; Mol wt 225.3$ 

ACTION - Agent for the treatment of neurodegenerative 
disorders that displays neuronal nitric oxide synthase 
(NOSHnhibitory activity (ICso < 10 ^^^P^f^ 
piayedagoodlevel of selectivity asitinhibttedmdaciWeand 
erJotheiiaitorms of the enzyme at concentrations at least 
1 0 times higher. Other specifically claimed bicycUc Isothic- 
urea derivatives include the following: 



241510; C11-H11-CI-N4-02: R1= CI, R2== Me 
241511; C16-H1S-Br-N4-02: R1= Br.fi2= Ph 
241S12; ClB-H12<a2-N4-02: R1=a, R2= +C\-Ph 

SOURCE - Warner-Lambert. 

REFERENCES 

1, Wan* KX-W- w* TTiiert. fc-W. (Wam*rUmb«i! Co.) a 
«JS?Wpiy •Cfr^i wo tfaS4ta. 



FORMOBACTIN 



jOOtY v 



242637; C20-M24-CI-N3-S: R1- Et, R2- 3-Cf-PnCH2N(Mfl). 

24263? , C14+I20-N2-S: R1= Et. R2= Me. A= CH2 
2426391 C13-Hlfl-N2-S: R1^*2* Me, A» CH2 

SOURCE- Astra. 



240999 

2-C*1oro-A£-(3^xo-4~phen^^^ 
lin-2-y«dene)acetohydrazide 



6 



240625 

e-fN-Hydroxyforroimido^^ 

methyloxa«)M-ylcarboxam»do]hexanoic acid 1 -fM^\- 
bydroxy-2-oxopeitiydroa2epin-3-v1)cart>amoyi>1-me%!- 

ethyfldecyl ester 
ND-20 




C1C-H13-O-N4-02 ; Mol wt: 328.76 



C38-H57-N5-O10 ; Wlol wt 743.90 

Whhepowder. m.p. 68-72 °C(decomp.) t (*b**-8.6°(clA 
MeOH)> 

ACTION - Neuroprotective agent and fc 1 ^"**^ 
mhib tor isolated from the mycelium of Atoea** . apj NO20. 
Sbitedfreeracncal-in^ 

homogenates with an IC*, of 0-65 pM, being more potent 

sfcwWiSg-" act 

these cells (EC 5 q » °- 072 P M >- 



n 
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257732 

(±)-axo-3-(1-Azablcyclo[2.2.1Jhept-3-yloxy)-4-[3-(4- 
chlorophenyl)'2'propynyloxyJ-1 i 2 i 54Wadiazole 



or" 




N-S 



Cl74ne-Cl-N3-02-$; Mol wn 361 .65 

ACTION - Cognition-enhancing agent, a muscarinic 
cholinergic compound also useful for the treatment of 
glaucoma, psychosis and gastrointestinal motility disor- 
ders. Other specifically claimed heterocyclic compounds 
include the following: 



CO,H 
CO,H 






HI 


R2 


R3 




2USfO 


Us 


oa« 


H 




3U011 


H 
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a 






El 


OM« 
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2VM1J 




OMe 


H 


Cj^NjOjS.CjHjO. 


2M\4 


H 




» H 


C^^jNAiS-CW* 1 




H 




1 f 


Ci^„FN I O a S.C a H B 0 4 


> 2*9744 


IT! 




H j C,^ w FNrf) } S.C J H l 0 4 j 



Ch, 




N 

258615: C2O-M20-F-N3-O2-S C2-H2 04 




CO a H 



259763: C20-H20-F-N3-02-S.C2 H2-O4 
SOURCE- Lilly. 
REFERENCES 

T. Marrilt, C «" at. (€* W ft t5o,J HetomxycUc exfc. WO 0740043. 



257733 

(±)-341-(4-Chloropheny1)t^clopropytmethoxy]-4-(3-quinu- 
didiny!oxy)-1 ,2,5-thiadiazole 

era 

CI 9-K22-O-N3-02-S; Mol wc 391 .91 

ACTION - Cognition-enhancing agent, a muscarinic 
cholinergic compound also useful for the treatment of 
glaucoma, psychosis and gastrointestinal motility disor- 
ders. Other exemplified heterocyclic compounds Include 
the following: 



Compound | m 


A3 


Formula 


238633 | F 


-1-«2ftbieyclQ{12.i)oct-e-yf 




25463ft j & 


2-te*1cyci©(2 




255*37 i CI 


3tRH»» 


CM^CIN^S 



SOURCE- Lilly. 
REFERENCES 

1. kWnia. t. ft sL (Eh UOy $ Co.) H^towyOc CpO* WO 9740044. 
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257448 

2-Phenyl-2 i 3.4 4 5-tetrahydro-l«-pyridazIno[4 I 5-*]indole- 
1,4-dione 




C16-H11-N3-C2; Mol wt 277.28 

ACTION - Selective and noncompetitive NMDA receptor 
antagonist that preferentially binds to the strychnine- 
insensitive glycine binding site associated with the NMDA 
receptor complex. Compound blocked the response to 
NMDA in rat cortex slices (K^ < 150 jiM) and displaced 
pH]-l-689560 binding to the strychnine-insensitive site In 
rat forebrain membranes (IC^ < SO 11M). Potentially useful 
in the treatment or prevention of neurodegenerative disor- 
ders such as stroke, cerebral ischemia, epilepsy. 
' Huntington's chorea, Alzheimer's disease. Parkinson's 
disease and anoxia. 



I 

-.22 



SOURCE - Merck Sharp & Dohme. 
REFERENCES 

1. LaAJuwUnjtty, T. and MacLeod A*M, (MnttK Sharp & Oohmo, Ltd.) PyrtiutoHfofeto 
tftnA US 6693840. 



257717 

4-(4-Chlorophenyl)~6-methoxy-/V,1 -dimethyM ,2-dihy- 
droptithaf^2ine-2-cart»Oxaniide 




Ct8-H1fr«-N302; Mol wt 343-81 

ACTION - A noncompetitive AM PA receptor antagonist 
potentially useful in the treatment of neurological and psy- 
chiatric disorders such as Parkinson's disease, 
Alzheimer's cfisease, Huntington's chorea, hypoxia, anox- 
ia, hypoglycemia, stroke, epilepsy, schizophrenia and 
migraine. Another specifically claimed compound from this 
series of phthalazine derivatives is: 




258754: C20-H24-N4-O2 
SOURCE- Schering AG. 
REFERENCES 

I. Otto*. E. s( as. (Schsdrtfl AG) PfuAafaHna detivx.. ttmk p^wnMn and the* co#«s 
rtr^s. OB WO 9?«0«0. 



258857 

2-(7-Nitro-2,3-dioxO'1 f 2,3 t 4^tetrahydroquinoxatin-5-yl- 
methytaniinojbenzoic add 




C16-H12.N4-OG; Mol wt 356.29 

ACTION - Dual grycine-Site NMDA and AMPA receptor 
antagonist with respective IC^ values in tending assays of 
0.05 ± 0.02 and 0.05 ± 0.01 pM. Potentially useful as a 
neuroprotective agent or for the treatment of epilepsy. 
Another compound from this series of 5-aryl- 
am\nomethytquinoxaltne-2 l 3-diones with selectivity tor the 
glycine binding site of the NMDA receptor is: 



Drag Data Report 199B. 20(2} 




258858: C16-H12-CI-N3-04 
SOURCE- Novaitis. 
REFERENCES 

1, Aeifirt. P. 4 al. (Kowiia AG) Ntort* Zttitfr t^Mt/ahydrtHfrtoanSntf oomt. 
WO 9709155. 

S. AuMrton. VP. at bL MrtRflMMItyigianflx^ . 
«7 Mvf AAUOA^cfri^ anrf AMPA antagonists. Bfocfg Mod Cfwn Lett 1988. 8(1|; 



258859 

1 «(7-Nitro-2.3-dioxo-1 ,2.3,4«tetrahydroquinoxalin-5-yl- 
methyf)piperidjne-4*carboxylrc acid hydrobrornide 




C!5-H16-N4-06.HBn Mol wt; 429.23 

ACTION - Potent and selective AMPA receptor antago- 
nist, as Shown in binding assays (IC^ = 0.07 pM). with 
good water solubility. It exhibited significantly weaker 
activity at the glycine binding site of the NMDA receptor 
(ICgg = 3.9 pM). Compound provided protection against 
electros hock-induced convulsions in mice with moderate 
potency (E0 M = 44 mg/kg i.p.), but ataxia was observed 
at doses near the ED W . 

SOURCE- Novaitis. 

REFERENCES 

1. Atihfin. P. tt 41. (NMRii AO) Novel 2J<6o&t2A4^n9hyfo*wkmktfeomi. 
WO 970615$. 

2. Aubetson. VP. «t *L ^A^rK^^qTiirtcajaW.?, 5«2c*i#j. FSM ,4 no**/ dfttt o# 
AMPA rpceptor wtimgotUst*. B»OOTJ McU Own Lett 1999. 941). 55. 



CNS-5161 

228550 

AP-(2-ChlorO'5'{methytsulfany0phenyl]'W , -methyl-A/ , -l3- 
(methyfsulfanyi)phenyl]guanidine 



C16-H1G-C1-N3-S2; Mol wt 351.91 
Hydrochloride $*1t, m.p. 203-4 *C 



n n 

GOOflSj* CIB9IPI0UE GOWK* CCC:a07»-llZUB8 



o 



Copyi^cO 1W8 P»o«t Sdw< 
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H^C 

266481: C16H27 NO 

SOURCE- Shiohogi 
REFERENCES 



!• Kanomaca* T« *t slU (Sttfnnogi * Co. Ud.) P/B Tjpa CMlctutn ctM/wat MtuagorUsL WO 
9801121. 



266182 

/V-Methyf-/V-(6-methyl-7^nltro-2 > 3^dioxo-1,2 l 3,4- 
tetrahydroquinoxalin-5-yIm©thyi)-w-pheny!urea 




C18 H17 N5 05; Mo) wt 383 3823 

ACTION - Glutamate receptor antagonist acting at AM PA, 
kainate and, particularly the glycine binding site of NMDA 
receptots (IC^ = 0.13, 0*82 and 0.008 jtM. respectively). 
Claimed for the treatment of stroke, cerebral hypoxia/ 
ischemia, Alzheimer's disease, Parkinson's disease and 
Huntington's disease. Within this series of substituted 
qutnoxaiine-2,3-diones t the following are also included: 



Compound 


HI 


82 


R3 


A 


Formula 




H 




M 


0 




266416 


M 


OMe 


H 
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CnHi^O^S 


26«!7 


Ma 


*M 


H 


o 




2sc9ia 


OMe 


H 


OMa 


o 




266919 


CF3 


H 


H 


0 


C^H^/^O* 


25492Q 


H 


coast 


H 


0 


C^H^O, 



SOURCE - Warner-Lambert. 

1. Mkam S.S. iwam«f *LwHwl Co4 avirf mfauraa darf**, of svMtt quinoxatoe 



268738 

4-0x0-5,1 0-dihydrO'4H-lmldazo[1,2-a]indeno[l f 2-e]- 
pyrazine-1 0-cartx>xyIIc acid ethyl ester 




CIS H13 N3 OS; Mcrf wr 295.2967 

ACTION - Cerebral antflschemtc and neuroprotective 
agent, an AM PA receptor antagonist that also acts as a 
noncompetitive glycine-site NMDA receptor antagonist 
Within this series ot specifically claimed imkta20[1 ,2-a> 
lndenot1,2-e]pyrazin-4-one derivatives, the following are 
also induded: 




Compound 


R1 i 


R2 


Forrmtfa 


266736 


C02EI { 


M 




266721 


14la44mkSafcjlv*eH2 \ 


H 


CuJHf^N^O 


266746 


Cflj^HC0C<OMt:HPn|CF3 . 


H 


C^^AIP. 


266741 






266742 


-CHO'NHZ-PH)- 




C^mN4Q j 


26674} 


CWCH2C02H 


NH2 




266744 


t4*a4«nidazdlytCH2 • 


H 


; C^Hf i 


266745 


2*C02H-1-PVffCfel ! 


H 




266746 


NH2 1 


Bu 





SOURCE- Rhone-Poulenc Rorer. 
REFERENCES 

i, Aioup. J.-C- 4 at (finAna*PotJeflo Rorer SAj ftntaan (t.2-a)-MM0 it2-e) pymm- 
4-ono tfflrfvs. a/tt /wwnwcftrfca/ comptns, containing US 5807659. wO 



269005 

7^loro-4-hydroxy-3-<phenylsulfanyl)quinolin-2(1H)-one 

OH 



,oico 



CIS H10 CI N 02 S; Mot wt; 303-7680 

ACTION - Potent and specific antagonist at the 
strychnine-insensitive glycine binding site on the NMDA 
receptor complex, reported to possess good CNS 
penetration and high solubility. Claimed for the treatment 
or prevention of ischemic, hypoxic or hypoglycemic CNS 
damage, neurodegenerative disorders such as 
Alzheimer's disease. Huntington's disease, Parkinson's 
disease, epilepsy and stroke, as well as (or use as an 
anticonvulsant, analgesic, antidepressant anxiolytic and 
antipsychotic agent, A representative compound from a 
series of quinolinic sulfide derivatives, wtieroin tne 
lotlowing are also included; - 
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CuHfBiOaNOjS 
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r cwvon^. 
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269012 


a 






aooma 
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4-<PhCH8CONHH k n 




269014 


a 






24ftX7lS 


a 







SOURCE - Korea Res. Inst. Chem. Technol., Taejon 
(KR). 

t. Pai*. tl «L (Kn^a ftw. fA4L Ciw. -feettnoi.j 

A<W04 *capfer ena proeees hr preperaihn 

9831057$. 
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R2 


Formula 


3*9094 
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2sooa$ 


CH«CHPfi 


H 




3680M 
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H 




269087 
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Mo 


j CkHuNO* 


ameu 






269059 


4-a-pn j h 


CuN.aONG. 


299090 


-CCH2)S- 




26W»T 


c^Jopomyf | h 




299092 


<(CH2)4* 





tfM^aC EP B69122. JP 



SOURCE- Lilly. 

1. Fe4r*9*J Tbrceto. C and RiiUo Eflftbln, A, (UBy SA) GfJinrtc 9*0 aertvt. And 
pftfrfnucmtfeaf mmpsn*. for ihe tmatmor* of cent& nervous system <***ifrf* ep 
967430. JP 60279542. 



269083 

(2S J E.£)-2-AminQ^(4-nrtroQnnamylfdene)gIutaric acid 




C14 H14 N2 06; Mol Wt 306,2726 

ACTION- Neuroprotective agent, an ionotropic glutamate 
receptor agonist with selectivity for the GluRS subtype 
(K, < 1000 iiM). Potentially useful for the treatment of 
neurodegenerative disorders such as stroke, cerebral 
ischemia, head and spinal cord trauma, Alzheimer's 
disease, Parkinson's disease, amyotrophic lateral 
sclerosis, AIDS-related dementia and Huntington*s 
chorea, and also as an antipsychotic, anticonvulsant, 
analgesic, antiemetic, anxiolytic and antidepressant 
Other specifically claimed glutamic acid derivatives 
include the following: 



269145 

17•(Cyclopropyl^lethyt)-4 l Sa-epoxy'3,14p-dihyd^oxy-1 , . 
methyl-6 f 7-didehydro-1'/V-benzo(6\7']indolo- 
[2\3 , :6,7]morphinan methanesulfonate 



Pv 




C31 H30 N2 03 . C H4 03 S; Mol wt 574.6946 

ACTION - Neuroprotective and cerebral antiischemic 
agent shown to exhibit potent protective effects against 
glutamate toxicity in cultured rat neurons (ED^ = 0,026 
uM). It also reduced infarct volume in a rat model of 
middle cerebral anery occiustorweperfusion injury (85% 
at 3 mg/kg i.p.). Other representative compounds within 
this series of indolomorphinane derivatives include the 
following: 
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RS-1259 



316972 



W ( A/-Dirnethylcarbamic acid 4-[1(S)-(meihylaminD^3-(4^ 
nitrophi>noxy)propy11phenyl ester hemifumarate 




,CO,H 



2 C19 H23 N3 05 . C4 K4 04; Mol WC 862.8650 

ACTION - Orally active dual Inhibitor of acetylcholin- 
esterase (AChE) and 5-HT uptata with the ability to 
improve memory deficits in the place discrimination task in 
24-month-old rats. Potentially useful for the treatment of 
Alzheimer's disease. 

SOURCE - Sankyo. 

REFERENCES , 



1. Kanaka, T. « U R8-12S9. « CW fl^ dual mta^ftor at ACns wrt 9-hfT uptak* 



TREATMENT OF 
CEREBROVASCULAR DISEASES 




Compound 


R1 


X 


Cannula 


315054 


H 




C*H*N^OS 


J 15355 


El 


2HQ 


CaHxMdOS-2HCl 



SOURCE- Abbott. 

LStainer. C.«t a(. (KnoRAG) Scjckm. mione^yrktHdm dsrivs. and too wo mcwo/ for 
Jtm prafiltytoxto tffltf mempy of control tecftaamb. DC 1 0031389. WO 0202569. 



315422 

(iRaRaRSReRJ-a-Amino^-fluoro-S-hydroxybicyclo- 
[3.l.0]hexane-2.6-dlcarboxylic acid 

C8 H10 F N 05; Mol wt 219.1670 

ACTION - A representative compound from a series of 
bicydo[3.1 .0]hexane-2,6-dicarboxylic acid derivatives that 
acts as an agonist at group II motabotropic glutamate 
receptors. It was shown to inhibit forskolin-stimulated 
accumulation of cAMP In CHO cells with an IC M of 476 
nM. Potentially useful for the treatment of psychiatric and 
neurological disorders such as schizophrenia, anxiety, 
depression, bipolar disorder, drug abuse, Alzheimer's 
disease, Huntington's chorea, Parkinson's disease, 
muscular rigidity, cerebral ischemia, and head and spinal 
cord trauma. 

SOURCE- Taisho. 

REFERENCES 



315353 



1 . KnkatatD, A. Mol. (Tatoho Ptwnwcowticai Co, ltd.) 
WO 0200605. 



NavtJ tsicarboxytk: add O^ffVB. 



7-Metliyl-3-[2-[4-(6-quinolinyl)piporazin-1-yl]ethyl]- 
S^.S.ij^.e-hexahydropyrido^'.a'^.Slthleno^.S'C/]- 
pyrimidin-4-one 




C25 H28 N6 O S; Mol wt; 460.6032 

ACTION - Agent with affinity for 5-HT 1A receptors (K, = 
0.15 nM). potentially useful for the treatment of cerebral 
Ischemia, as well as neurodegenerative diseases and 
brain trauma. Other exemplified substituted thlenopyrim- 
Idine derivatives are: 



315726 

^.[^.^.(S-QuinDiinyOpiperazln-l-yllethyll^.S.e.S- 
tetrahydro-SH-pyranoI^.a'^.SJthienoia.a-cfJpyrimidin^* 
one fumarate 




C24 H2S N5 02 5 . C4 H4 04; Mol WC 563.6321 

ACTION - Agent with high affinity for 5-HT 1A receptors 
(K, = 0.16 nM against receptors expressed in HEK293 
cells), potentially useful for the treatment of neuro- 
degenerative diseases, brain trauma and cerebral 
ischemia. Other exemplified pyrimidlne derivatives include 
the following: 



o 



OlUg D01» Hopcrt 2DQ2, 24(4) 
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Compound 


R1 


A 


Formuls 




l^soqulnofyl 


■O 


C*H*NsO,S 


315732 


1-taoqulnotyi 


-5(Q)- 




315733 






CwHjtMfOjSa 


315739 


B-qulnolyl 


-3- 




31573* 


B^ufrtfiljri 






315740 




-N(502Mfl>- 






315730: C27H29 N5 02 S 
SOURCE- Abbott. 
REFERENCES 



t. Stein*, ©. tc frt. (Km* AO} fymwn* 
trntWyg central tsctuumlo. OS 10031380. WO 0202166. 



rffirfv*. end tfmir usa far prownUng and 



315763 

A/-[3-[(2/7' f 5f?")-5-(4-Fluorophenyl)-1 -(4-methyiphenyl- 
SJlfonyl)pyrrolidin-2-yQpfopyl]mQthanefiUlfonamide 




C21 H27 F N2 04 S2; Mol Wt: 454.5843 

action - A group I metabotropic giutamate receptor 
(mglu) agonist with an EC SD Of 0.16 pNI at rat mglu 1a 
roceptors expressed in EBNA cells. Potentially useful for 
the treatment of restricted brain function associated with 
bypass operations or poor blood supply, spinal cord and 
head trauma, hypoxia caused by pregnancy, cardiac 
arrest, hypoglycemia, Alzheimer's disease, Huntington's 
chorea, amyotrophic lateral sclerosis, AIDS dementia, eye 
injuries, retinopathy, cognitive disorders, memory deficits, 
pain, schizophrenia, parkinsonism and conditions which 
U-ad to giutamate deficiency functions such as muscle 
spasms, convulsions, migraine, urinary incontinence, 
nicotine and opiate addiction, psychosis, anxiety, 
vomiting, dyskinesia and depression. Other exemplified 
stiff onylpyrrolidine derivatives are: 



'ft 



Conpcund 


W 






315764 


CN 


2R•.5S• 


C^HnFNAS 


315769 


CK2CJ 


2R\5S- 




3137W 


cydopiapyKX>NHCH2 


2R-.SS' 




315770 


54rf^1A4-o»«flazBM^-CH2 


2R\5S' 




31S77* 








315770 


24otTROl^KZCH2 


2R%5S« 




315750 


iHmioazo(yHCH2}3 


2S.SS 




310711 


4,BH^)^*PrlmU[rTyW(CH2>3 






315702 


1.9,1 0WMW0}Ql4^tf 


2R-,5S- 


C^HwFNiO^S 


315743 


24Blra2DlyKCH2>4 


2R*.BR- 


CiiHaflFNiOjS 




31S777: C20 H24 F N 03 S 



o^f ° 



315778; C18 H26 N2 03 S 
SOURCE- Roche. 
REFERENCES 

1. Mural, V. and Wkftmam. J. (P. Hoffmann- Lq RqcTw A<5J SuttotylWT&VIno 
tnsta for ffto iracTTien/ a/ «rufo*ogicn/ titiortor*, WO 0202554. 



315794 

5-(5-Amino-1 ,3,4-oxadia20l-2-yt)-6-methyl-7-nitro-1 ,2,3,< 
tetrahydroquinoxaline-2,3-dione 




C11 K8 NS 05; Mol wt 304.2212 

ACTION - Giutamate antagonist with /n vitro activity 
against AMPA receptors and the glycine site of NMDA 
receptors. Potentially useful for the treatment of cerebral 
ischemia, chronic neurodegenerative disorders including 
Alzheimer's disease, Parkinson's disease and Hunting- 
ton's disease, seizure disorders, schizophrenia, anxiety, 
pain and drug abuse. Another exemplified quinoxallne- 
2,3-dione derivative is: 



CceyrtgntOftoztowSctanca CCt: 0379-4 UUE90Z Drug Data Report 20C2. 24(4) 




315795: C11 H7 N5 OS 

SOURCE- Pfizer 
REFERENCES 

1 , KflmtMiru, 6,6, 9t (tyror mil) Conformotiantisy scmtetmstratn&d CfUtomlinr s.g. 
oxxw ns iwurofirwoctiy* (writ* US 63*0756. 



316105 

7-(1H-TetrazoJ-5-ylmethyl)indoIo[1,2-a]qulna2o!ln-5(6H)- 
one 




C 1 7 H1 V. N6 0; Mo! wt 31 6.3226 

ACTION- A specifically claimed compound from a group 
of indolo[i ,2-a]quinazolln*5~one derivatives effective as a 
poly(ADP-ribose) polymerase (PARP, NAD* ADP-ribosyl- 
transfeiase) inhibitors. Potentially useful for the treatment 
of a broad range of conditions including apoptosls, neural 
tissue damage resulting from ischemia-reperfusion injury, 
neurological and neurodegenerative disorders such as 
Alzheimer's disease, Parkinson's disease, multiple 
sclerosis, etc,, vascular stroke, cardiovascular disorders 
including myocardial infarction and unstable angina, age- 
related macular degeneration, AIDS, arthritis, 
atherosclerosis, cachexia, cancer, diabetes, head and 
spinal cord trauma, immune senescence, inflammatory 
bowel disorders, osteoporosis, pain, renal failure, retinal 
ischemia, septic shock and skin aging. 

SOURCE -Novartis. 

REFERENCES 

1. ZfmmartMAn. K. at ftL (NovaniS AGjNOVartfft-eifmdungan VmBH) m^gvn^ 
Unonei. WO 0206264. 



316188 

/V-(2-lsopropyl-2H-tetrazot-&-yl)'2 i 2-diphenylacetamide 



ACTION- Metabotropic glutamate receptor agonist giving 
an £0^ of 0.100 uM using rat mglu lA receptors expressed 
in E8NA cells. Potentially useful for the treatment of acute 
and chronic neurological disorders such as restricted 
brain function caused by bypass operations or transplant, 
poor blood supply to the brain, head and spinal cord 
trauma, hypoxia caused by pregnancy, cardiac arrest, 
hypoglycemia, Alzheimer's disease, Huntington's chorea, 
amyotrophic lateral sclerosis, AIDS dementia, eye injuries, 
retinopathy, cognitive disorders, memory deficits, 
schizophrenia and idiopathic or medicament-related 
parkinsonism. Other exemplified tetrazole derivatives are; 
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CX(Pti)2 


Me 


C^HisNaO 


aiei« 




MO 




919199 


CK-wmthon-O-yl 


Wt 


C^H^O, 


316197 


CH(Pty2 


CH2CP3 




31619* 


SH-»Mftcn-9-tf 


CH2CF3 


CtiHoiyvv 


316199 


6,11^ftiydmdIbenzn{h,B)Q3«ipJn»11-y< 


El 




319290 


ttttottntftsnyl 


e 




316202 






C^tN|Q> 



SOURCE- Roche. 
REFERENCES 

1. Jdtioo. s.mai. IF. KdRmann-U Roche AO) n&azota dertn. WO 0208254. 



316201 

AH3'(2 t 4*Dioxo*2,3A5 t 7,8-hexahydro-1H«thiopyrano- 
[4,3-d]pyrJmidin-1 -yl)propyl)-/V-methylpyridine-3- 
sulfonamide 




C16 H20 N4 04 S2; Mol wt: 396.4900 

ACTION - A pciy(ADP-ribose)polymerase (PARP. NAD* 
ADP-rlbosyltransferase) Inhibitor that displayed an IC^ of 
0.04 *iM against PARP, and was shown to protect 
endothelial ceils from H 2 O z -lnduced toxicity with an IC M of 
0.25 jiM. Potentially useful for the treatment of ischemia- 
reperfusion injury. Other exemplified uracil derivatives are: 



/■I 
H N T 



C16 H10 N5 0; MO) wt 321.3821 
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